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DETAILED ACTION 

1 . Claims 1 through 40 are pending. Claims 1 , 2, 3, 4, 7, 1 0 through 20, 22 through 
26, and 30 through 31 have been amended. Claims 33 through 40 have been newly 
added. Applicant's claim to priority from provisional application 60/544970 filed 
February 12, 2004 is acknowledged. 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

3. Claims 1,10,11,13,15 through 21 , and 23 through 27 are rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for some 
formula I and IV structures and substituents, separation techniques, and conversion 
sequences, does not reasonably provide enablement for all formula I and IV structures 
and substituents applied to claimed methods, all separation techniques, all conversion 
sequences. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with these claims. 

4. Claim 1 is not enabling for the use of all cyclic anhydride and imide structures of 
formula I. Clearly the only working example entails the use of succinic anhydride in 
tetrahydrofuran. The isolation and purification method depends on the differential 
solubilities of structures IV and V generated with anhydrides of structure I. However, 
there is no information offered within the specification regarding the ability of such 
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varied structures V to precipitate from tetrahydrofuran, nor is any information available 
regarding alternative solvents and how they may or may not facilitate the formation of 
structure V. Therefore, the only enabled anhydrides for claims 1,16 through 21 are 
those of structures la and lb where n=0, both Q 1 and Q 2 are carbon, and R', R" and R'" 
are hydrogen and alkyl. Furthermore, compounds of formula IV are not enabled for all 
optional R, R 1 , Y and Z substituents in claims 1, 13, 15 and 23 through 27. This 
structure is not enabling where R is not cyano, Y is not equal to a bond, Z is not 
dimethylamino, where R 1 comprises alkylthio and hydroxyl functional groups, and where 
the dotted line represents a double bond. Such R 1 groups would have the same 
magnitude of reactivity toward the enabled anhydrides as would the hydroxyl of the diol 
of structure II, thereby defeating the isolation and purification method. Furthermore, R 
substituents such as OH, CH20H, and CH2NH2 for example, and Z substituents such 
as MgHal for example are all reactive groups in the context of the isolation and 
purification procedure. In fact, Applicant makes a point of protecting the generic 
hydroxyl and amino Z group alternatives in the specification (see page 23 lines 12 
through 32). Additionally, claim 1 is not enabling for all separation techniques for 
compounds of formulas IV and V. The only working example for such a separation is 
that of a precipitation of crystalline compound of formula V. The polarity of free 
functional groups greatly effect the absorption/desorbtion properties of both structures 
IV and V. The specification does not offer any insight regarding the interaction of acidic 
and protic structure IV R and Z moieties with a basic resin. This is likewise true for 
biphasic liquid extraction. The specification does not offer any insight regarding the 
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effects of polar and non-polar structure IV R and Z moieties toward differential 
solubilities of structures IV and V in organic and aqueous media. Claims 1 0 and 1 1 are 
not enabling for the conversions of R, Hal, and Z groups in any order. As per the 
working example, R, Hal, and Z are respectively cyano, fluorine, and 
dimethylaminomethyl prior to the use of the methods of claim 4 and 7. As discussed 
above, convertible R substituents such as OH, CH20H, and CH2NH2 for example, and 
convertible Z substituents such as MgHal for example are all reactive groups in the 
context of the isolation and purification procedure. Furthermore, Applicants state that 
these functional group conversions are preferentially and suitably "carried out after ring 
closure to form a compound of formula (V)" (see page 23 line 5, and page 25, line 13). 
Therefore, claims 10 and 1 1 are not enabled for any order of R, Hal, and Z conversion 
following the use of the method according to claims 4 and 7. 
5. "The factors to be considered [in making an enablement rejection] have been 
summarized as a) the quantity of experimentation necessary, b) the amount of direction 
or guidance presented, c) the presence or absence of working examples, d) the nature 
of the invention, e) the state of the prior art, f) the relative skill of those in that art, g) the 
predictability or unpredictability of the art, h) and the breadth of the claims, In re Rainer, 
146 USPQ 218 (1965); In re Colianni, 195 USPQ 150, Ex parte Formal, 230 USPQ 546. 
a) Determining formula I and IV structure and substituent viability, the applicability of 
optional separation techniques and conversion sequences would require extensive 
experimentation. The extensive listing of optional functional groups lends to very 
diverse and/or unknown solubilities and reactivities. Clearly the claimed isolation 
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technique is predicated on the existence of a free and reactive hydroxyl group that is 
unavailable in compound IV. The otional R 1 substituents such as hydroxyl offer such 
functionality that would defeat the method itself. Likewise, the workable parameters of 
liquid extraction and resin adsorption/desorption, and the affects of convertible fictional 
groups are not disclosed, b) The direction concerning the claimed method of isolation 
and purification is found in the disclosure on page 27 as Example 1 . The balance of the 
specification relates to enzymatic acylation/deacylation and functional group conversion, 
c) There are no working examples for alternative separation techniques or alternative 
synthetic sequences incorporating the claimed isolation and purification method, d) The 
nature of the invention is separation science, e) The state of the chemical art currently 
lacks knowledge of how to simply apply a single isolation/purification procedure to such 
a diverse set of formula V and IV structures, f) Artisans using Applicant's invention 
would require a Ph.D. degree, and several years of practical research experience, g) It 
is well established that the scope of enablement varies inversely with the degree of 
unpredictability of the factors involved, and the application of such varied structures to a 
single isolation and purification method would generally be considered an unpredictable 
factor, h) The breadth of the claims includes processes requiring procedural and 
synthetic descriptions not available in the disclosure. 

6. Claims 2 through 9, 12, 14, 22, and 28 through 40 are rejected due to their 
dependency on rejected claims. 
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7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David E. Gallis whose telephone number is 571-272- 
9068. The examiner can normally be reached on Mon-Thur 8:30-7:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571-272-1600. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/JANET L ANDRES/ 

Supervisory Patent Examiner, Art Unit 1625 

David E. Gallis 
Patent Examiner 



